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3. Ward, D.C. et al., U.S. Patent No. 4,687,732 issued August 18, 1987 
[Exhibit 3]; 
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Ltuence -ln 8 a ntmycin resistance-encoding gene containing a runcuona, 
intron," Rene 1 27 :233-236 (I993) [Exhibit 41; 

nunnJJ etal "Targeting bacteriophage T7 RNA polymerase to the 
'■ mammatn cetnucleus," (M-.259-266 .1988, [Exhibit 61; 

i Fuerst T.R. et al., et al., "Eukaryotic transient-expression system based on 

SS5 SBSSSSSSSr 5,«- 

6]; 

7 Lieber A et al., "High level gene expression in mammalian cells by a 
nuclear T7-phage RNA polymerase," NycJeicJ^^ B485 
8493 (1989) [Exhibit 7]; 

8 Lieber, A. et al., "[5! Stable High-Level Gene Expression in Mammalian Cells 
by T7 Phage RNA Polymerase," mmsmlnzmQ^Lm.^ 67 
(1993)[Exhibit 8]; 

9 . Davenloo, P. et a.., "Coning and expression of the gene ^cteriophag^^ 
T7 RNA polymerase," Picj^r^Acjid^^^ 203b zv^ 



[Exhibit 9]; 



10 Morris C.E. et al., "Cloning and expression of the bacteriophage T3 RNA 
1 polymerase gene," 0^41:193-200 (1986) [Exh.b.t 101; 
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1 1 Kotani H et al., "Nucleotide sequence and expression of the cloned gene of 
' bactenophage SP6 RNA polymerase," MudeicAc^^ 
2664 (I987) [Exhibit 11]; 



12. 



13. 



14. 



15. 



16. 



18. 



Dubendorff J W. and Studier, F.W., "Creation of a T7 Autogene - Clon.ng 
Ld Expr ssion of the Gene for Bacteriophage T7 RNA Polymerase under 
Contrd of Its Cognate Promoter," Jo^rnaLi^^ 61-68 
(1991) [Exhibit 12]; 

n Kihom I F and Lund E "The Genes and Transcription of the Major Smal 
Nuc ear RNAs < I S^J^^ 

H^ibergTNY^ Tok Y° < PP" 38 " 70 (1988) > 1 

Zieve G W. and Sautereau, R.A., "Cell Biology of the snRNF 'Particles," 
I^Lr^^ (1990) [Exh.brt HI. 

,zant, J.G. and Sardel.i, A.D., "Antisense Inhibiton of RNA Splicing, ' in 
^^XTEdTc^d^^ Laboratory, pp. 141-149 (19BB) 

[Exhibit 15] 



You C-Y and Weiner, A.M., "A U1 Small Nuclear Ribonucleoprotein Particle 
w*h Altered Specificity Induces Alternative Splicing . o an ^aenov, ^ . E 1 A 
mR NA Precursor," Moieato^^ (19Sy)l 



[Exhibit 16] 

1 7 Chen C J et al , "Inhibition of HIV-1 Replication by Novel Multitarget 

1? - Ribozymes, A^t^^ 

s ^ ] ences_66Q:271-273 (1992) [Exhibit 17] 

Zhou Z. et al., "Inhibition of H.V-1 in human 

transduced anti-faf and rev hammerhead r.bozymes, Gene 149.33 
(1994) [Exhibit 18] 

■ ■ • ■ i p ta i "Inhibition of human immunodeficiency virus type 1 

of a V^r^^SZ. 

RNA decoy as a strategy for gene therapy in AIDS, PipcJNIatkAcaa 

USA_9Q:8000-8004 (1993) [Exhibit 19] 
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20. 



21. 



22. 



Hu^on RN etai "Phase I study of continuous-infusion soluble CD4 as a 
sin je agent and n combination with oral dideoxyinosine therapy ,n children 
Z symptomatic human immunodeficiency virus infection," T^ourn^i 
p^diatrlcAl2l(4):621-633 (1992) [Exhibit 20] 

Yu, M. et al., "Progress towards gene therapy for HIV infection," Gene 
TherafijLl:13-16 (1994) [Exhibit 21] 

Sczakiei G et a!., "Tat- and Rev-Directed Antisense RNA Expression 
22] 

Sczakiei G. and Pawlita, M„ "Inhibition of Human Immunodeficiency Virus 
TyTe l Replication in Human T Cells Stably Expressing An.sense RNA, 
j^naioT^^ ( |991 > [Exhibit 231 

Cotton M. and Birnstiel. M.L, "Ribozyme mediated destruction of RNA in 
wVo , The_E^^ : 3 8 6 1 - 3 8 6 6 (1989) [Exh.b.t 24] 

Nichols, R. et al., "A universa. nucleoside for use at ambiguous sites in DNA 
Primers," Nature 369:492-493 (1994) ] [Exhibit 25] 

Eritia R et al., "Synthesis and properties of oligonucleotides containing 2'- 
deoxinebularine and 2'-deoxyxanthosine," Nuc^Ac^Re^arch 
14(20) :81 35-81 53 (1986) [Exhibit 26] 

27. Enge.hardt D., et a.., U.S. Patent No.5, 260,433 issued November 9, 1993 
[Exhibit 27] 

28. Ward D.C. et al., U.S. Patent No. 4,71 1 ,955 issued December 8, 1 987 
[Exhibit 28] 

29. Engelhardt D. et al., U.S. Patent No. 5,241,060 issued August 31, 1993 
[Exhibit 29] 

30. Stavrianoloulos. J.. U.S. Patent No. 4.707,440 issued November 17, 1987 

[Exhibit 30] 
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Lever, A.M.L., "Gene Therapy for HIV Infection," BntJshM^^ 
51(1): 149-1 66 (1995) [Exhibit 31] 

Wu, C.H. et al.. "Targeting Genes: Delivery and Persistent Express ion of a 

of transfected genes," Pioc^Natl^^^ ,i9y2 ' 
[Exhibit 33] 

Ruoslahti, E. et al., "Alignment of Biologically Active Domains in the 
Fibronectin Molecule," TJ,^^!^^^ 
7281 (1981) [Exhibit 34] 

Cristiano R J et al., "Hepatic gene therapy: Adenovirus enhancement of 
re 'ep mediated gene delivery and expression ,n primary epatocytes, 

< l993 > [Exh,b,t 351 

Curie., D.T. et ^Adenovirus enhancement of ^ ^ s n f 8 r I i XoT85 n 4 e (l991 ) 
mediated gene delivery," Pj^J^^^Sc^^ 8854 ' iyy 

[Exhibit 36] 

Waaner E et al "Influenza virus hemagglutinin HA-2 N-terminal fusogenic 
TeSes au men't gene transfer by transferring- P o.y.ysin, D NA complexes: 
Toward a synthetic virus-like gene-transfer vehicle, Pj^lM^Acaa^bc. 
USA 89:7934-7938 (I992) [Exhibit 37] 

[Exhibit 38] 

39. Brakel et a.., [U.S. Patent Application Serial No. 07/446,235 [Exhibit 39]* 
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Kessler , c, "Detection of ^^^^^^ 

Ad^anceAinMutM^^ Obe, G. Ed., bpringe 

105-152 (1990) [Exhibit 40] 

d- k PWPtal "Labeling Deoxyribonucleic Acid to High Specific Activity 
"'t;o bV^cV T^ns^^n^ith DNA Polymerase," «^M« 
BioloaxVL3:237-251 (I977) [Exhibit 41] 

S. iW , R. et a,., 

Thermostable DNA Polymerase, Science 239.48/ 4S i u» 
■ , n a ot al "Efficient in vitro synthesis of biologically ctive RNA and 

promoter," Nudejc_Acidj^^ /U5D U3 

. ,u d ot »i "Influence of nucleotide sequence adjacent to 
rl:^^^,-^^ S ^eiing by termrna, transferase," Nucleic 
Acids Research 6(4, :1 323-1333 (19791 lExh.brt 441 



41. 



42. 



43. 



44. 



46. 



47. 



48. 



49. 



. o pt al "Efficient methods for attaching non-radioactive labels to 
trends of ^nthe'c o.^odeoxyribonuc.eotides," r^Ac^^h 
14(15) -.6227-6245 (1986) [Exhibit 46] 

, , , • c ot ai "Prerjaration of oligodeoxynucleotide-alkaline 
h o^-se ct::gat P es^d at their use 1 hybr^at ,on probes," 
ReseLhJL4(l5):61 15-61 28 (I986) [Exh.bit 471 

Staerz, U.D. and Bevan, ^'^^^^^pX 

monoclonal antibody that can ^cus effecto r T_ -ceH act,v,ty, 

Acjd^ScUJSA 83: 1453-1 457 (1986) [Exh.bit 48] 

Fanger, M.W., "Bispecific Antibodies," cmicaiRe^^ 
12(3,4): 101 -124 (1992) [Exhibit 49] 
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51 



52 



53 



54 



_ , M pt al -Efficient Tumor Cell Lysis Mediated by a Bispecif.c Single 
Gruber, M.et al Ett.cie nt i u „ ^^on^ung^m 

Chain Antibody Expressed in Eschencma tun, 

152:5368-5372 (1994) [Exhibit 50] 

D + 0 niahnriies"- Small bivalent and bispecific antibody 

^^iM^AsmM^-^ <1993. .Exhibit 51! 

va, rr Q+ a i "Structure of the cro represeor from bacteriophage 
^—witn 222=764-7.8 ,1981. [Exhibit 52, 

Palsson, B.C. e, a,., "Expansion of Human Bone 
High Cell Denstiry Continuous Perfus.on System, Bjcjechnmaay-- 
(1993)1 [Exhibit 53] 

Kolier. M.R.. et al., "Expansion of "^^^Te^'Urn Cell 
Proaenitors in a Perfusion Bioreactor System with IL 1, il o, 
Facto"' BioTechnology 11:358-363 (I993) [Exh.b.t 54] 

« Knller M R et al "Large-Scale Expansion of Human Stem and Progenitor 
65 ' C Bon Marrow Mononuclear Cells in Continuous Perfus.on 

Cultures," B|ood82(2):378-384 119931 [Exh.b.t 55] 

Stavrianopoulos. J., U.S. Paten, No. 4,843,122 issued June 27,1989 
[Exhibit 56] 

Engelhardt, D. et a,., European Paten, No. EP 0 285 057 B1 granted March 
1 , 1995 [Exhibit 57] 

58 Mount, S.M., "A catalogue of splice junction sequences," NucfeAc^s 
Re JM rchJ0(2):472 (1982) [Exhibit 58] 

k, a AanriOshimaY "Beta-globin tanscripts carrying a single intron 
59. Mayeda, A. and Oshima ., d y efficiently spliced in vitro 

R e sean 2 h_l8(16):4676 (1 990)[Exhibit 59] 
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57 
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60. 



61. 



rh,, f K etal "Intervening sequence in the thymidylate synthase gene of 

Lcte« (1 984) 

[Exhibit 609] 

Thu F K et al "In Vitro Expression of the Intron-containing Gene for T4 
Phage Thymidilate Synthase," lOmJc^of^^ 
260(191:10680-10688 (1985) [Exhibit 61] 

62 Muzyczka N., "Use of Adeno-Associated Virus as a General Transduction 
TeZ^L^an Cells," CMrentJTopic^n^ 
lmmU no]oa^ L J^ 29 (1 992) ] [Exhibit 62] 



63. 



64. 



65. 



66. 



67. 



68. 



69. 



Rafestin M E et al., "Purification of N-Acetyl D-Glucosamine-Binding 
^^A^ CUrotn^ra^ F^etters40(l):62-66 (1974) 

[Exhibit 63] 

Lear, J.D. and DeGrado, W.F., "Membrane Binding and Conformational 

Kalderon D. et al., "A Short Amino Acid Sequence Able To Specify Nuclear 
Location," CeJL39:499-509 (I984) [Exhibit 65] 

Stavrianopoulos J.G. et al.. "Mechanism of DNA Replication by Highly 
Purified DNA Polymerase of Chicken Embryo," Pj^NaLAcj^^ 
69 (9) .2609-26 13 (I972) [Exhibit 66] 

Nitta T et al "Bispecific F(ab')x monomer prepared with anti-CD3 and anti- 
[Exhibit 68] 

u ♦ rm Ptal "Enaineerinq hybrid genes without the use of restriction 
Horton, R.M. et al., tngmeermy ny a 7 , fi1 fi o nqoo) [Exhibit 

enzymes: gene splicing by overlap extension, Gene 77.61-68 (I989) Ibxnio 

69] 
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70 Scharf S J et al., "Direct Cloning and Sequence Analysis of Enzymatically 
AmplifiedGenomic Sequences," Sc^233: 1076-1 078 (I986) [Exhib.t 70] 

71 Saiki RK et al., "Enzymatic Amplification of Beta-Globin Genomic 

• Sequences and Restriction Site Analysis for Diagnosis of Sickle Cel. Anem,a, 
S^]ence_230:1350-1354 (I985) [Exhibit 71] 

72 Kozak, M.. "Point Mutatiaons Define a Sequence Flanking the AUG Initiator 
Codon That Modulates Translation by Eukaryotic Ribosomes, CeJU4.283- 
292 (I984) [Exhibit 72] 

73 Joshi S etal., "Inhibition of Human Immunodeficiency Virus Type 1 
Multiplication by Antisense and Sense RNA Expression," J^sdV^o^ 
65(10): 5524-5 530 (1991)1 [Exhibit 73] 

74 Sczakiel, G. et al., "Specific inhibition of immunodeficiency virus type 1 

' replication by RNA transcribed in sense and antisense orientat.on from the 
5'-leader/gag region," RionhRmical and Biophysical Research 
Cc i T I mLmicMiciLi6^(2):643-651 (1990) [Exhibit 74] 

75. Dunn, J.J. and Studier, F.W., "Complete Nucleotide Sequence of 

Bacteriophage T7 DNA and the Locations of T7 Genetic Elements, XMol 
Biol. 166 :477-535 (I983)] [Exhibit 75] 

Sandiq V et al., "A phage t& class-Ill promoter functions as a polymerase II 
promoter in mammaian cells," GenelM :255-259 (1993) [Exh.b.t 76] 

Harrison G.S. et al., "Inhibition of Human Immunodeficiency Virus-1 
Pre Suction Resulting from Transduction with a Retrovirus Contam.ng a H.V- 
Regulated Diptheria Toxin A Chain Gene," HumaiLGjine^^ 
(I992)] [Exhibit 77] 

78. Manser, T. and Gesteland, R.F., "Human U1 Loci; ^^^ B ^ A 
Have Dramtically Similar Genomic Environments, Cell29. 257-264 (I982)] 

[Exhibit 78] 

79 McBurney M.W. et al., "The mouse Pgk-1 gene promoter contains an 
upstream activator sequence,- Nucl^Acid^^ 
(1991) [Exhibit 79] 



76. 



77 
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80 Laurence J et al., "Induction of Chronic Human Immunodeficiency Virus 
80 - S Blocked in Vitro by a Methylphosphonate Oli g odeox nuC eos^ 

Targeted to a U3 Enhancer Element," ;me_JcMnaLo^^ 219 

(1991) [Exhibit 80] 

81 Soeiro R and Darnell, J.E., "Competition Hybridization by "Pre-saturation" 
of HeLa Cell DNA," JJSMBiol44:551-562 (I969) [Exhibit 81] 

The above eighty-one documents [Exhibits 1-81] were cited in the instant 

specification. 

A completed Form PTO-1449 listing the eighty-one above-submitted 
documents is also attached hereto as Exhibit A. 

By this voluntary citation of art, Applicants and their attorney are requesting 
that the documents be made of record in the present application. 

The above citation of documents is not a representation that these 
documents constitute a complete or exhaustive listing, nor that the above listing 
necessarily includes the closest or most relevant documents, nor are these 
documents necessarily a complete listing of ail documents known to Applicants or 
their attorney. It is simply a voluntary citation of documents made in good faith, 
which is not intended to serve in any way as a substitute for the Examiner's own 
search 

In view of the general and specific features described and claimed in the 
present application, Applicants respectfully submit that the present invention is 
neither disclosed nor suggested by the documents referred to above and ,s thus 
patentably distinct thereover. Furthermore, Applicants do not believe, and do no, 
submit by the citation of these references, that these documents, either by 
themselves or in combination with other documents, render the invention prima 
facie obvious under the duty of disclosure rules. 
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Applicants respectfully request that the Examiner make the above-submitted 
documents of record in the instant application. Applicants further request that the 
Examiner consider these documents as any of them may relate to the instant 
application. 

The fee under 37 C.F.R. §1.1 7(p) for filing this Information Disclosure 
Statement is $180.00. The Patent and Trademark Office is hereby 
authorized to charge the amount of this fee (and any other fees in connection with 
this IDS) to Deposit Account No. 05-1135, or to credit any overpayment thereto. 

submitted, 




jnalt 

Registration No. 32,567 
Attorney for Applicants 

ENZO THERAPEUTICS, INC. 
c/o Enzo Biochem, Inc. 
527 Madison Avenue (9 th Fl.) 
New York, New York 10022 
Telephone: (212) 583-0100 
Fax: 1212) 583-0150 
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